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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 



THE REPLY FILED 26 April 2006 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1 . I3 The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To ovo i d aband o nm e nt of 

-thto app l ication , applioont m nn t t i m nl y filr nnn nf th o fo ll ow i ng repl i p?; (1) an am e ndmen t , affidav it , e r other ovidonco , whioh 
p l aooG tho - app li oat i on in cond i ti o n f o r a ll owance; ( 2 ) a Not i c e of App e a l (with appea l fee) i n comp li ance w i th 37 CI~R 41.31j- or 
(3) q Requost for Continued E xam i nat i on (ROE) in oomp li anoo - w i th 07 GI~R 1. 11 4. Tim mp l y mujt be fi l ed w i th i n ono of the 
■f oll uw t mj l i me pc w o d s : 

pes - -ffl ontfrs fr o m - thc mo i li n g date o f the final rc i oot i ow . 
-b) [Z1 The por i od for rep l y oxpiroc on; (1 ) th e mail i ng d at e of th i c Adv i oory Aot i on. o r (2) th e dote je t fo rt h in the final rejection, wh i c h ever i o l ater I n no . 
a v r nj. hnw r vnr, w ill th e ntntutnry prrinn 1 fnr rnp l y rmpir a htnrthnn HIX MONT I i n fr n m thr mo i ling rln t n n f thn fini l r n j rn t i n n 
Exam i nor Mot e ; If hnv 1 is rhnckod, chco l e e i ther box (q) or (b) . ON L Y CH E CK BOX (b) WHEN THE F I RST REPLY WAG T I LED W I TI I I M -TWO 
MONT H S OF T l I E f l NAL REJECTION. Qu i MfCP 700.07(Q> 
F htn nf i innD Of t i mn miy h f p htnin gd lf nHpr 37 P FP 1 1?fi(i) Tho rtnt finn-Whir h the petit fr n unrter X7 PEP 1 1?fi(n) nnri tho npprnprin»r» mrfnnrinn fnn hiiw , 

hrm filn l I s UiM f l u i H f i M - p' i rpnn e n of rlrtrrm i ning thr \i \ li mlnf i nl i n Jnii ,iMM ll ir i i nn ' ' i pr i nrl i nij nmnunt n f thr frr Thr nppnip i i n t r rxtr n -i i o n fa n un de r ^7 
TR 1 17(n) r ^ l "'iht nr 1 fr n nr . " I ' l l ri l l" il 'M l " M f l ll f sh i nl+WH S l ri llll Hy i nT i nrl fnr rnply rrrij i na ll y i p t in thr- finnl Offinr nntinn; n r (?) m net forth in-(h ) 

ahm/P if rhPrkPfl Aov rg pj y rP^Piwrj ftythp flffirp latpp f^an thrnn mnnthn n ft ^thn mnilinr) Hntn nf thr. finnl m^nti.* a v m n i f tim el y fi l u il nuy ■ ai I. ^ a-ny— 

ea rn ed-p ata nt46Pm- tt U jU3l i i ibi ll. Smr 07 OFR t JQA jb)^ 
NOTICE OF APPEAL 

2. ^ The Notice of Appeal was filed on 26 April 2006 . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the 

date of filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the 
appeal. Since a Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41.37(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) [H They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) (ZI They raise the issue of new matter (see NOTE below); 

(c) O They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) O They present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: . (See 37 CFR 1.1 16 and 4133(a)). 

4. □ The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. d Applicant's reply has overcome the following rejection(s): . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling 

the non-allowable claim(s). 

7. ^ For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) ^ will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim(s) rejected: 1-6.11.15-23.25-29 and 31 . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 

8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary 
and was not earlier presented. See 37 CFR 1.116(e). 
9- D The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 
entered because the affidavit or other evidence failed to overcome ajl rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41.33(d)(1). 

10. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

1 1. El The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

see continuation sheet. 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08 or PTO-1449) Paper No(s). 

13. □ Other: . 
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The rejections in the previous Office action mailed 10/28/2006 are maintained for reasons of record. 



Continuation of Item 1 1 . NOTE: 



Claims 1, 5, 6, 11, 15-23, 25-27, and 31 are rejected under 35 USC 102(b) as being anticipated by Hatfield et al. 

Claims 1-6, 11, 15-28, and 31 are rejected under 35 USC 103(a) as being unpatentable over Hatfield et al. in view of Blattner et al. 

In regards to the rejection of claims, applicants argue Hatfield et al. fails to teach the substitution of amino acids in the protein of 
interest. Applicants further argue that the claimed invention can be used to introduce amino acid substitutions residues that are not 
contained in the parent reference sequence but are still likely to preserve structure and function. 

Applicants arguments have been fully considered but are not found persuasive. Hatfield et al. set forth methods involving multiple 
substitutions in DNA sequences, wherein the substitutions are for alternative codons coding for identical amino acid types. The disclosed 
methods of Hatfield et al. read on the instantly claimed invention as the claims do not require substitution of amino acids with different 
amino acids. Step (d) of independent claim 1 is drawn to producing "a substitution scheme recommending substitution of at least two 
residues in the protein". Similarly, step (a) of independent claim 31 is drawn to "providing a substitution scheme... wherein the 
substitution scheme recommends substitutions (of) at least two residues in a protein of interest. As such, the substitution schemes of 
claims 1 and 31 do not explicitly require that the substitution of at least two amino acids for different amino acids. Further, step (d) of 
independent claim 1 1 recites "applying a constraint vector to... produce a substitution scheme", which does not even require that the 
substitution scheme involve amino acid substitution. 
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